Background: International studies on the association between maternal body mass index (BMI) and spontaneous preterm birth (PTB) yield controversial results warranting large studies from other settings. The aim of this article was to study association between maternal early pregnancy BMI and the risk of spontaneous PTB in Murmansk County (MC), Northwest Russia.
Background
Obesity has become an epidemic in many parts of the world and is currently a considerable public health problem with implications for maternal and child health. About 45% of Russian women are overweight or obese, although the estimates vary between regions [1] . The prevalence of underweight is much lower than the prevalence of overweight and obesity. Less than 4% of Russian women between the ages of 18 and 49 are underweight [2] . Despite such a low prevalence, underweight contributes to adverse pregnancy outcomes including preterm birth (PTB) representing a challenge for both obstetric and neonatal health care [3] .
PTB is a frequent and unfavorable pregnancy outcome defined as delivery before 37 completed weeks of gestation. The prevalence of PTB is 11-12.9% worldwide [4, 5] and 6.2% in Europe [5] while Russian studies have reported a prevalence of 5.2-8.7% [6] [7] [8] . PTB is one of the main contributors to neonatal mortality, neonatal morbidity and childhood morbidity and is associated with considerable burden for health care system [9] .
Many studies have examined associations between maternal obesity and PTB, often with conflicting results. The prevalence of PTB among overweight and obese women has been shown to be higher [9] [10] [11] , lower [3, 12, 13] , or similar [14] to the prevalence among women of normal weight. Some studies have reported a U-shaped relationship between maternal BMI and PTB with an increased risk of PTB in underweight and obese women [15] . The effect of maternal underweight on obstetric outcomes is unclear. Some researchers [3, 16] have observed increased risk of PTB among underweight women, while others have reported a protective effect of being underweight in relation to PTB [11, 17] . The data from Russia are scarce. Only one internationally published Russian study on the association between maternal weight and PTB was identified [7] . The findings did not reach the level of statistical significance, but it may be due to the relatively small sample size. Inconsistent results on the associations between maternal BMI and PTB warrant further largescale studies from different countries. Moreover, given insufficient evidence from Russia combined with the fact that both overweight and underweight is relatively common among women of reproductive age in Northwest Russia; this study may have implications for local health care practices as well as further afield.
Using data from the Murmansk County Birth Registry (MCBR) this study investigates associations between maternal BMI in early pregnancy and PTB.
Methods
The study was conducted in Murmansk County (MC) which is one of the northernmost counties of Russia bordering Norway and Finland. It covers an area of 114,900 square km and had a population of 787,900 on January, 1 st 2012, 93% of which resided in urban areas [18] . This is a registry-based cohort study with data from MCBR. Implementation and quality control of the registry has been described in details elsewhere [19] . Briefly, the MCBR was established in 2005 and covers more than 99.5% of all deliveries in the county. MCBR contains maternal, obstetric and perinatal information on births from all 15 maternity hospitals or maternity units in MC from January, 1 st 2006. All the information was collected and recorded on the registry form by the trained physicians and midwifes, the forms were sent by courier to the Registry Office in Murmansk, where the data where entered into an Access database by 2 trained persons (double entry). The quality and completeness of the MCBR has been assessed, and was found to be acceptable.
We excluded women with multiple pregnancy as well as those who had induced deliveries or any type of cesarean section (SC) including intrapartum SC. All women with spontaneous singleton deliveries in MC between January, 1 st 2006 and December, 31 st 2011 were included into the study. The information on date of birth, ethnicity, education, parity, marital status, place of residence, smoking before pregnancy and alcohol abuse during pregnancy (diagnosed by a doctor) come from the mothers' medical records and the women themselves through interviews conducted by the trained physicians or midwifes. Information on hyperemesis gravidarum, preeclampsia/eclampsia, gestational diabetes and excessive weight gain during index pregnancy, the date of delivery, date of the first day of the last menstruation period and infant sex are derived from obstetric journals and newborn records. Mothers' weight and height were measured at the first antenatal visit.
The main outcomes of the study were spontaneous PTB and very preterm birth (VPTB). Among those included into the study, all deliveries: with intact membranes or with preterm ruptured membranes, were considered as long as the onset was spontaneous. Those who had spontaneous onset of delivery, but delivered by intrapartum cesarean section were excluded from the study from the beginning. PTB and VPTB were defined as delivery before 37 and 32 completed weeks, respectively. Moderate preterm birth (MPTB) was also examined separately. It was defined as birth before 37, but after 32 completed weeks of gestation. Gestational age was calculated as the difference between date of birth and the first day of the last menstruation and expressed in weeks.
The primary exposure variable was maternal firsttrimester BMI which was calculated as mother's weight at the first antenatal visit in kilograms divided by height in meters squared. Women who had their first visit after 12 completed weeks of gestation were excluded. By BMI, all mothers were categorized into four groups: underweight (<18.5 kg/m 2 ), normal weight (18.5-24.9 kg/m 2 ), overweight (25.0-29.9 kg/m 2 ), and obese (≥30.0 kg/m 2 ).
All selected potential confounders were used as categorical variables. Maternal age was divided into 5 groups: <20 years, 20-24 years, 25-29 years, 30-34 years and 35 years or older. By ethnic background, women were categorized into Russian or other. Marital status was either married or unmarried (included cohabiting, single and widowed). Mother's education was classified as incomplete secondary or less (9 years of schooling or less), secondary (10-11 years of schooling), vocational, higher or unknown. By parity, women were divided into nulliparous (with no previous deliveries), with at least one previous delivery, and multiparous (with two or more previous deliveries). Residence was dichotomized into urban and rural. Smoking before pregnancy and alcohol abuse during pregnancy were treated as dichotomous variables. Diabetes (Type 1, Type 2 and gestational diabetes), hyperemesis gravidarum, preeclampsia/eclampsia, excessive weight gain during pregnancy (O26.0 according to ICD 10) and infant sex (male/female) were also treated as binary variables.
Categorical variables were analyzed using Pearson's chi-squared tests. Binary logistic regression was used to study associations between PTB, VPTB, and MPTB and categories of maternal BMI with and without adjustment for potential confounders. Normal BMI was used as a reference category. Crude and adjusted odds ratios (OR) with 95% confidence intervals (CI) were calculated. Multivariable analyses with each of the dependent variables were divided in two sets: first without and then with the pregnancy complications mentioned above. All analyses were performed using SPSS for Windows, version 19 (SPSS Inc., Chicago Il, USA).
MCBR was established with approval of the Regional Health Administration of the Murmansk Oblast and the Ethical Committee of Gynecology -Obstetrician Association Group. The present study was approved by International School of Public Health, Northern State Medical University (NSMU), Arkhangelsk, Russia, by the Ethical Committee of NSMU, Arkhangelsk, Russia and the Regional Committees for medical and Health Research Ethics (REC-North), Tromsø, Norway.
Results
A total of 52,806 births were registered in MC from January 1st 2006 to December 31st 2011. Sampling details, missing data and implausible values are presented in Figure 1 . Of the 29,709 women who comprised the final sample, 7.1% (95% CI: 6.8-7.4) were underweight, 67.6% (95% CI: 67.1-68.1) were of normal weight, 18.3% (95% CI: 17.8-18.7) were overweight, and 7.1% (95% CI: 6.8-7.4) were obese.
Maternal background characteristics across BMI groups are presented in Table 1 . Underweight mothers were younger, had lower education and were more often unmarried. Overweight and obese women were more likely to be rural residents, smoked before pregnancy, and had one or more previous deliveries.
The overall proportions of PTB and VPTB were 5.5% (95% CI: 5.3-5.8) and 0.8% (95% CI: 0.7-0.9), respectively. The prevalence of PTB varied between 5.2% in women with normal weight and 6.9% in obese women. The proportion of VPTB varied between 0.7% among women with normal weight and 1.0% among overweight and obese women ( Table 2) . The crude risk of VPTB was 30% higher in underweight women, 41% higher in overweight, and 51% higher in obese women compared to the normal weight group reaffirming a J-shaped association. Again, the adjustments changed the estimates only marginally. In the final model, the risk of VPTB in underweight women was 26%, in overweight -47% and in obese women -63% higher compared to the reference group, although the risk for VPTB among underweight women did not reach a level of statistical significance. Merging overweight and obese women into one group resulted in an OR of 1.51 (95% CI: 1.13-2.02).
The association between maternal BMI and MPTB was U-shaped with 24% higher risk of MPTB among both underweight and obese, and comparable risks among overweight women and the normal weight group. Merging overweight and obese women into one group resulted in an OR of 1.10 (95% CI: 0.97-1.26).
Discussion
This study adds to the increasing body of evidence that underweight, overweight and obesity in early pregnancy may be associated with PTB. Based on the data from MCBR, a J-shaped relationship was found with increased risk of spontaneous PTB and VPTB while a U-shaped association was observed for MPTB.
Maternal BMI and PTB
This registry-based cohort study shows that the prevalence of overweight and obesity combined among pregnant women with spontaneous singleton births in MC, Northwest Russia was nearly 25.4% and the prevalence of underweight women was 7.1%. Two studies conducted in Severodvinsk, Northwest Russia in 1999 found a prevalence of overweight and obesity among pregnant women combined to be 4.5% for spontaneous births [7, 20] which is less than one-fifth of the prevalence observed in this study. The prevalence of underweight women in Severodvinsk varied from 5.6% [7] to 8.6% [20] , which is comparable with the prevalence in this study. The proportion of spontaneous PTB in MC (5.5%) was also comparable to the proportions in Severodvinsk (5.6%).
We found a J-shaped relationship between BMI and the risk of spontaneous PTB. According to the findings of one of the largest recently conducted systematic reviews the risk of spontaneous PTB did not differ between women with different BMI: combined relative risk (RR) for overweight and obese compared to normal weight women is 0.93 (95% CI: 0.85-1.01, 15 studies) [9] . However the authors underline that a large number of studies presented crude data while only a few presented matched or adjusted data. The pooled RR of spontaneous PTB from adjusted or matched data was 2.29, (95% CI: 1.20-4.38), that is even higher compared to our findings. At the same time, according to the data from 7 case-control studies [9] that used maternal BMI as a continuous variable, women with spontaneous PTB had a slightly lower BMI: mean difference is -0.90 (95% CI: -1.77 to -0.02). This may be explained by a negative effect of underweight that was found in our study as well.
Another large study from the United States conducted on 437,403 underweight and normal weight women with singleton births aimed to estimate the risk of PTB and VPTB by severity of low pre-pregnancy BMI [21] . Maternal BMI was measured at the first antenatal visit and gestational age was based on the interval between the last menstrual period and infant birth date. Underweight compared to normal weight women had an increased risk of spontaneous PTB and VPTB: adjusted ORs are 1.44 (95% CI: 1.40-1.48) and 1.50 (95% CI: 1.42-1.59), respectively. These results correspond to ours although the estimates almost twice as higher.
Some studies suggest that maternal adiposity has a protective effect on the risk for PTB. A register-based cohort study [3] found that the risk of VPTB (<33 weeks of gestation) did not increase in the overweight, obese or morbidly obese women, while the risk of PTB (<37 weeks of gestation) was significantly lower among overweight and obese women. Underweight women had a significantly elevated risk of PTB and VPTB. The authors, however, noted that they were unable to differentiate between spontaneous and induced PTB. Maternal BMI was calculated based on weight and height measured during the first 16 weeks of pregnancy rather than at 12 weeks as measured in this study. Thus, maternal BMI could be overestimated. They also had a high proportion of missing BMI data -37% of the population, which could result in biased findings.
According to the latest systematic review of the literature with meta-analysis overweight and slightly obese (BMI 30.0-34.9 kg/m 2 ) compared to normal weight women have a 15% reduction of adjusted risk of spontaneous PTB gestation [22] . We did not find any significant effect of overweight group. The same review [22] found just a few cohort studies on spontaneous MPTB and VPTB, and none of them adjusted for possible confounders. Among the limitations the authors mention high heterogeneity in the risk estimates between the studies that is due to due to differences in participant selection, non-uniform BMI categorization and the lack of uniform definition for spontaneous PTB.
Another systematic review aimed to estimate the accuracy of antenatal maternal anthropometric measurements in predicting the risk spontaneous PTB [4] . The authors concluded that routine anthropometric measurements are not useful in predicting the risk of PTB. The conclusion was based on high heterogeneity in anthropometric measurements and PTB definition. Additionally, none of the studies' design fulfilled the criteria of good quality. According to the authors, more studies should be taken and a more clinically appropriate reference standard of PTB (e.g. before 32-34 weeks' gestation) should be applied. We used the most common WHO classification of BMI, and several definitions of PTB.
Limitations of the study
Several important limitations should be considered when interpreting the results of this study. Initially, it comprised a rather large population (52,806 births from MC during six years). After exclusion of women with multiple pregnancies, medically induced deliveries, late first antenatal visit and women with missing or incorrect data, 29,709 births were finally included in the analysis. According to their demographical and life style characteristics, however, excluded women were just slightly different from the study base.
The ideal time to record the baseline height and weight of a pregnant woman is before she has started to gain weight due to gestation. Given that a woman's weight measured before the pregnancy is difficult to obtain, (and was not available in the MCBR), the preferred approach would be to have the weight measured early during prenatal care. A recent study showed that there was no significant change in maternal BMI during first trimester [23] .
It is also a well-known limitation to measure gestational age based on the last menstrual period as there may be recall errors [24] . However, this would result in nondifferential misclassification and bias towards the null.
Maternal characteristics as diabetes, hyperemesis gravidarum, and pre-eclampsia/eclampsia were introduced into the second set of the multivariable model as possible confounders. These diseases are pregnancy complications and also associated with obesity. Thus, there is a possibility that they are intermediate factors and lie along the causal pathway between overweight/obesity and PTB. This possibility raises questions for future studies of whether the BMI -PTB relationship is mediated by unmeasured disease processes, or by endocrine changes in obese women during or prior to pregnancy.
This study did not take into account gestational weight gain which could be a confounder, intermediate factor, or effect modifier. However, the associations of interest were adjusted for excessive weight gain during pregnancy, and there was no significant interaction between excessive weight gain during pregnancy and BMI on the risk of PTB, VPTB and MPTB (not presented in the results).
We had also no opportunity to adjust for the association between maternal BMI and the risk of PTB for fertility treatments and other medication use, history of preterm delivery and/or pregnancy loss, psychological stress, physical activity, income, and some other potential confounders. Some of the information was selfreported, particularly such sensitive item as smoking before pregnancy that could result in underestimation and measurement bias.
One more of the primary inherent limitations in this study is the uncertainty of whether observed associations are causal. Overweight and obese women are thought to have additional fat stores which are part of the normal physiological weight gain during pregnancy. This might possibly diminish the effect of their weight gain on the birth weights of their infants. Also, the association between maternal obesity and PTB is still controversial; there are some possible biological explanations of increased risk of PTB among overweight and obese women. According to a recent study, inflammation or infection related to obesity seems to be part of the causal pathway to increase the risk of spontaneous PTB [25] . Finally, obesity is often associated with abnormal vaginal flora during pregnancy leading to chorioamnionitis and/or premature rupture of membranes that, again, might cause PTB.
Conclusions
Underweight, overweight, and obesity were all found to be associated with both PTB and VPTB in Northwest Russia. This should be taken into account when planning pregnancy. These high risk categories should be given special attention during pregnancy. The absolute values of the coefficients are comparable to those obtained in larger European studies and can be used in subsequent meta-analyses.
